Background: Atrial fibrillation (AF) can occur even after the correction of mitral valve (MV) pathology in patients who have pre-operative sinus rhythm and undergo MV surgery. However, the factors associated with the occurrence of AF after MV surgery are still unclear. The aim of this retrospective study was to investigate the factors determining the occurrence of permanent AF after MV surgery in patients with preoperative sinus rhythm who underwent MV surgery. Methods: Four hundred and forty-two patients (mean age 46 ± 12, 190 men) who underwent MV surgery and sinus rhythm were investigated retrospectively. Transthoracic echocardiography was performed before and after MV surgery at the time of dismissal. Results: Permanent post-operative AF occurred in 81 (18%) patients even after successful MV surgery and preoperative sinus rhythm. It was more common in rheumatic etiology, a presence of mitral stenosis, lower preand post-operative left ventricular ejection fraction, higher post-operative mean diastolic pressure gradient across mitral prosthesis, larger post-operative left atrial volume index (LAVI) and lesser degrees of reduction in LAVI after surgery. In multiple regression analysis, post-operative LAVI was found to be an independent predictor for occurrence of AF. Post-operative LAVI > 39 ml/m2 was the cut-off value for best prediction of new onset permanent AF (sensitivity: 79%, AUC: 0.762, SE: 0.051, p < 0.001). Conclusion: New-onset permanent post-operative AF is not uncommon, even after successful MV surgery despite pre-operative sinus rhythm. Larger post-operative LAVI was an independent predictor for the occurrence of AF.
Background
Increased left atrial (LA) size is associated with the occurrence of atrial fibrillation (AF) [1] . Therefore, AF is frequently observed in patients with chronic mitral valve (MV) disease, which invariably induces LA remodeling [2] [3] [4] . On the other hand, reduction of LA size (reverse LA remodeling) can also occur after correction of MV pathology [3, 5] . It has been shown that the degree of reverse LA remodeling varies, particularly according to pre-operative cardiac rhythm. Moreover, pre-operative sinus rhythm is associated with larger degrees of reverse LA remodeling [3] . In addition, this structural reversal can also induce reversal of electrophysiologic abnormalities that are predisposed to the occurrence of AF. Therefore, reversal of these changes by treatment, i.e., MV surgery, could potentially have important implications for the prevention of AF [5, 6] . Nevertheless AF can occur even after correction of MV pathology in patients who have undergone MV surgery [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] . However, the incidence and predictors of new onset permanent AF after MV surgery have not been clearly defined. Therefore, the aim of this study is to investigate the prevalence and predictors of the occurrence of new onset permanent AF in patients with MV diseases who have undergone MV surgery and sinus rhythm pre-operatively.
Methods

Study design and participants
A total of 1841 patients underwent MV surgery from June 1982 to February 2009. Among them, patients with preexisting AF, concomitant MAZE procedure during surgery (n = 1189), patients with permanent pacemaker implantation (n = 20), and patients unknown pre-operative rhythm (n = 190) were excluded. The remaining 442 patients (mean age 46 ± 12, 191 men) comprised the study population ( Fig. 1) . We reviewed the medical records to define the etiology of MV pathology and reason for valve surgery in addition to pre-and post-operative transthoracic echocardiography (TTE) and electrocardiogram (ECG). ECG was taken pre-and post-operatively and at follow up once a year thereafter. New onset permanent AF was defined as the occurrence of AF post-operatively detected by postoperative ECG during the hospital stay and that persisted thereafter.
Echocardiography
TTE was performed by standard techniques with a 2.5-MHz transducer. Two-dimensional echocardiographic images were obtained in the standard parasternal longaxis and apical 2 and 4 chamber views. Left ventricular (LV) ejection fraction (EF) was assessed by the modified Quinones method. Mediolateral (ML) and superior/inferior (SI) dimensions of LA were measured from the apical 4 chamber view, and anteroposterior (AP) dimensions were measured from the parasternal long axis view at the end-systole. Maximal LA volume was calculated using the prolate ellipsoid model3 and indexed to the body surface area (LA volume index; LAVI). Measurement of LA volume was available in 200 of 442 patients at pre-and post-operative periods. In those patients, the LA volume change and the percentage of LA volume change were calculated [18] . Assessment of valvuar heart diseases were based on the guidelines [19] .
Statistical analysis
Continuous variables are presented as means ± standard deviation (SD) and compared using Student's unpaired t test or Mann-Whitney's U test. Categorical variables are presented as numbers or percentages, and used the Chisquare test. To determine the variables associated with the occurrence of AF, logistic regression analysis was performed separately using clinical variables and echocardiographic findings. The predictive ability of the LAVI was determined by the area under the receiver-operating characteristic curves (ROC). Kaplan-Meier estimator was used for AF free survival curves. P value < 0.05 was considered statistically significant.
Results
The enrolled patients were classified into the two groups according to the occurrence of permanent AF or maintained sinus rhythm after MV surgery (normal sinus rhythm [NSR] group vs. AF group). Post-operative new onset permanent AF occurred in 81 (18%) patients. Baseline characteristics of the study subjects are shown in Table 1 . The mean age at the time of surgery was similar in both groups. The majority of patients (81%) had rheumatic etiology and others (19%) had nonrheumatic etiology, such as infective endocarditis, MV prolapse, or chordae rupture. The proportion of rheumatic valve disease was significantly higher in patients with new onset permanent AF (p = 0.018). The median interval from the surgery to the occurrence of AF was 9.2 years (110.6 ± 78.9 months), and the mean follow-up duration was not significantly different in both groups (9.8 ± 5.9 years in the NSR vs. 9.4 ± 6.5 years in the AF, p = 0.566). The TTE parameters before and after surgery are listed in Table 2 . Pre-and post-operative LV EF were significantly lower in the AF group (63 ± 10% in the NSR vs. 59 ± 14% in the AF, p = 0.026 & 61 ± 10% in the NSR vs. 57 ± 14% in the AF, p = 0.006), although the LV EF of both groups were in normal range. Pre-operative LA AP dimension (51 ± 9 mm in the NSR vs. 53 ± 7 mm in the AF, p = 0.080) and LAVI (58 ± 25 ml/m 2 in the NSR vs. 63 ± 23 ml/m 2 in the AF, p = 0.399) were not significantly different in both groups. However, the degree of reduction of LAVI (21 ± 21 ml/m 2 in the NSR vs. 11 ± 23 ml/m 2 in the AF, p = 0.041) and percentage reduction of LAVI (28 ± 28% in the NSR vs. 10 ± 37% in the AF, p < .001) were significantly smaller in the AF group (Fig. 2) . Therefore, post-operative LA size was significantly larger in the AF group, shown as AP dimension (43 ± 6 mm in the NSR vs. 51 ± 8 mm in the AF, p < .001) and LAVI (38 ± 13 ml/m 2 in the NSR vs. 52 ± 16 ml/m 2 in the AF, p < .001). When the degree of reduction of LA dimension was compared according to the direction (AP, ML or SI), the change in SI direction was most prominent (Table 2) . Regarding the hemodynamic variables, the postoperative mean diastolic pressure gradient (MDPG) of the MV was significantly higher in patients with permanent AF group (3.5 ± 1.4 mmHg in the NSR vs. 3.9 ± 1.5 mmHg in the AF, p = 0.023). The grade of pre and post-operative tricuspid regurgitation (TR) were slightly higher in the AF were associated with the occurrence of AF. In multivariate analysis, post-operative LAVI was an independent predictor for the occurrence of AF (Table 4 ). The predictive ability of the LAVI was determined by the area under the curve of the receiver operating curve and post-operative LAVI > 39 ml/m 2 (cut-off value) was associated with new onset permanent AF (sensitivity: 79%, AUC: 0.762, SE: 0.051, p < 0.001). The AF-free survival curves of patients with post-op LAVI < 39 ml/m2 or ≥39 ml/m2 are shown in Fig. 3 (p = 0.06). 
Discussion
In the present study, the prevalence and predictors of new onset permanent AF after MV surgery were investigated. The results showed that new onset permanent AF is not uncommon, occurring in about 20% of patients even after successful MV surgery and pre-operative sinus rhythm. Although several parameters, such as rheumatic etiology of MV, presence of mitral stenosis (MS), lower LV EF, higher post-operative mean diastolic pressure gradient across mitral prosthesis, and lesser degree of reverse LA remodeling after surgery, were shown to be associated with the occurrence of post-operative AF, post-operative LAVI was found to be an independent predictor for the occurrence of AF in multivariate analysis. Interestingly, none of the parameters reflecting pre-operative LA size was associated with post-operative AF. These findings underscore the importance of postoperative echocardiographic assessment before dismissal of the evaluation of LV function and LA size even in patients who have undergone successful MV surgery and pre-operative sinus rhythm.
Factors associated with new onset permanent AF
Reverse LA remodeling and post-operative AF
The degree of LA reverse remodeling was different in the two groups and showed that the reduction of LAVI and decrease in percentage of LAVI were smaller in the post-op AF group. Accordingly, post-operative LA size was significantly larger in the post-op AF group. In a previous study, post-operative LAVI ≥60 ml/m 2 was shown to be associated with adverse clinical outcomes in patients with organic mitral regurgitation (MR) [19] . In our study, 9 (47%) of 19 patients who had post-operative LAVI ≥60 ml/m 2 developed new onset permanent AF, whereas 15 (8%) of 181 patients who had post-operative LAVI < 60 ml/m2 had new onset AF (p < 0.001). These findings are consistent with previous research [20] . However, in our study, post-operative LAVI ≥39 ml/m 2 was selected as a cut-off value for new onset AF. It had a sensitivity of 79% as well as the largest AUC (0.762). The smaller cut-off value of LAVI in our study was probably due to the inclusion of the patients with MS in our study. Regarding the direction of LA reverse remodeling, the change in SI dimension was the most prominent when compared with that of the AP and ML dimensions. Therefore, assessing the change in LA size only in the AP dimension may not accurately reflect the change in LA size. Thus, the degree of LA reverse remodeling could be underestimated.
Impact of LV systolic function on post-operative AF
In our study, lower pre-and post-operative LV EF was also associated with new onset AF. Despite similar preoperative LAVI, lesser degrees of reduction in LAVI and decreases in percentage of LAVI occurred in patients with LV EF < 60%. LV systolic dysfunction usually accompanies LV diastolic dysfunction and elevated LV filling pressures. Despite similar LA size, the presence of LV systolic dysfunction and concomitant LV diastolic dysfunction with elevated LV filling pressure might interfere with LA reverse remodeling.
Pre-operative etiology of MV pathology
New onset permanent AF occurred more frequently in patients with rheumatic etiology and presence of MS rather than pure MR. Because LA kinetic energy is different in MS and MR, a long-standing pressure overload of the LA in MS might be associated with higher LA kinetic energy than volume overload in MR. Therefore, increased LA work in MS may result in further LA fatigue and failure over time, which may disturb LA reverse remodeling [2, 21] .
Role of post-operative echocardiography before dismissal
Although successful intervention was performed on diseased MV, AF can occur in patients with post-operative LAVI ≥39 ml/m 2 according to the results from our study. Therefore, it is imperative to not only focus on the successful results of valve surgery but also perform postoperative echocardiography to evaluate post-operative LAVI to predict the occurrence of AF.
Echocardiography has a different role in the evaluation of valvular heart disease (VHD) at different stages before and after surgery. Pre-operative TTE should provide an accurate diagnosis to determine the possible cause of valvular diseases [22, 23] . In addition, quantitative echocardiographic evaluation of LV size and function is a key factor in clinical decision making in adults with VHD [24] [25] [26] [27] . Other key echocardiographic data includes LV diastolic function, LA enlargement, and the presence of intra-cardiac thrombus, pulmonary artery pressures, and so on [28] . Despite the important information obtained from pre-operative echocardiography, none of the preoperative echocardiographic parameters provides predictive information regarding post-operative permanent AF in this study. Intra-operatively, transesophageal echocardiography (TEE) provides a roadmap for the surgeons regarding the location and severity of MV pathologic lesions, enhancing the ability to detect unexpected associated lesions. In addition, intra-operative TEE is used to confirm results of surgical procedures on the MV, which can result in improved surgical outcomes [28, 29] . Therefore, the American College of Cardiology and the American Heart Association have established guidelines for the management of patients with VHD, which state that the use of intra-operative TEE in MV repair is a class I indication [30] .
Although the importance of pre-operative and intraoperative echocardiographic evaluations of MV disease has been well recognized, the role of post-operative predischarge TTE has been overlooked in patients undergoing MV surgery. Unlike pre-operative echocardiographic parameters, post-operative LAVI measured before dismissal was able to predict the occurrence of post-operative permanent AF in patients undergoing MV surgery. Based on these results, the importance of post-operative echocardiographic assessment is emphasized not only for assessing the results of MV surgery but also for evaluating cardiac chamber size and function, particularly LA volume.
Limitations
The current study has several limitations. First, it was a retrospective study, so the data collection was done by reviewing medical charts and recorded echocardiographic data. Therefore, the measurement of LAVI was available in only 200 of 442 patients, and only echocardiographic report was available in the remainder. And, the majority of the study patients had undergone MVR rather than MV repair. Anticoagulation is one of the most important treatments for AF. However, all patients should have life-long anticoagulation therapy for the implanted valve, except for MV reconstructions and bioprosthetic valve implantation. Therefore, our results cannot apply to patients who have undergone MV repair.
Conclusions
Newly developed postoperative permanent AF is not uncommon, occurring in 18% of patients who have undergone successful MV surgery despite pre-operative sinus rhythm. Rheumatic etiology, the presence of MS, lower LV EF, lesser degree of LA reverse remodeling, and larger post-operative LAVI were associated with new onset permanent AF. Post-operative LAVI > 39 ml/m2 was an independent predictor for the occurrence of AF. 
